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(54) Title: MEDICINAL COMPOSITION 

(54) s§Bj(7)«f*: mmm.^^ 

(57) Abstract: A medicinal composition which comprises: a medicinal ingredient comprising, e.g., 4-(3-chloro-4-(cyclopropy- 
lamino-carbonyl)aminophenoxy)-7-methoxy-6-quinolinecarboxamide, a salt thereof, or a solvate of either; and (i) a compound 
whose 5% (w/w) aqueous solution or dispersion has a pH of 8 or higher and/or (ii) silicic acid, a salt thereof, or a solvate of either. 
It is a highly stable medicinal composition in which the decomposition of that compound under high-humidity high-temperature 
storage conditions or surface gelation of the medicinal composition has been reduced to a sufficient level. 

(57) M*ii: 4- (3-^pp-4- ( □ t°;ur 5 y * yu/H-^u) T^yvj^y^i^) + 
e-^y ^)lyii)\.ifs^'^^\^^}^<\t'i:(DiS,-^f:L\t'i:iiX^^^^ (i) 5% (w^^w) 
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30. J;^9^*b<^il/20ffiV^-5o ;&P»Sti#t-0iJIS$tL^«eV^;5S. ^^b<fi50°C 

~70°c-efe«9. J;«90^b<(*6o°c-efc§o ;!jpl^SS/^)^e)0°c*-e(D<^i|ij*, io5>~ 

emmxn^^t^^x^ . M^i.<i^2m^:^^h4mmxh^o 

fcm. ft^^^;!iPx.. r(D^i^^oT:^-e?^*Pi-6r^-e#§r^^s-e#;5„ ft 

mm^^^^t^'^x^. ^*b<(ii. 2^A^v^;5o ft^^irb-ctt. Wi\K.i-£mm^^/i^ 

Of§*. J;f9^*L<{ilOftftfflv^§o ft^^f*— i^tc. :^fcf*2~4[elti5>(t 

T;!jp;t§ri!ti-et. &^\^<i^2mi^i^iirxm^^o ^(om^. ^mz.M^^mmm 

*5j;tJ?2laI g Kl}Wx.^mU^(Dm-^)A:.tVX\t. 1 : 1~3: l-efe«9. ^*L<{^3:2-e 
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[0058] mmm-^m) 

(ii) ^4m.h\.< i^^<Dm.'^fci^^tihcomm^u^ 
[0059] /^io, 5% (w/w) :j<mm^fcitmmm(Dpm^8^±t^^^it'^m^. m^)^^ 

[0060] ^^^b^j^L-cfi. ^^b-^i^^^^i^i^A. m^t:ij/]^iy^j>., mm^h]}^j>^. T^my^m 

[0061] ^VHbE^it^JtbT^. ige^tt;!^^-!'^^ M:^^4m7i^Mm. ^ 
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/Hf>— /V, ■7'V:7°:x, a\\:.f^~yzfi^. MJ|-fe/n=i— W^Ui!^^^ 

— T^f'T^^i^. h^;=(/Vh. if^^^^ v/ji^^/i^, tKi3^v/7°cit:VVp<^/Vir/va 
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[0069] m^mMMti^xi^^ =i=iTM. ^^^yMU. ^#t5c. ^^^y:fym. Mm. m^M^^m 

[0070] fUb^J^fcfi^fi^tt^JirbTf*. m^it. :^TT]}^vhV^^y—/^T^>. y^VJV 

[0071] ^^Mib^J^b-Cf*. mK.lt^ )^°y^^w^i/yr3— /V, :7°t2tv^^^yri— 

[0072] is^^fb^jirbTf*. mm^m^^M<Dm\ mK-i-i, jKyif:=^/vT/v=i— /v. j^^ytf 



[0074] M«^j<i:b-ctt. y>-^:^. mmm.. m 



[0076] in.^itMtl.Xi^. m:ti~£. M0.m^. T^^^/Vtf^^, a - h=3 7^1:1 

[0077] mmm.mmu. mm. wcm. m^m. ^^-^^vn. ^y^y-:^n. hn-^^^j. 
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m^m^-r^m^n. wm^y^^iy:/. mn^Tiy^^ m^m^^^iy^. mn^Tiy:f. 

[0080] t^^M'^;^^5':^^;I^5v^-cf*. m:k.\t2oi.:^—y<—^^^—^m\^xm^M^xxf 

mM:i^^xjpmnM^mu\^xi0y^20h^>y'9—^^^—mx^u^:^T^y:f^m 
m-r^o m^. nmm^moxnm^Tyy'^n^\ mm^mm^Tyy^^mmx^x 
. mmu)^m mm) ^#§o 
[0081] /^io, mu-B-^Ty:f{c^\^^xmnmi^^xi'^^m^u^ir^m^. ^^i^m^M 
i^t^MmAtMt^u^i^x^<mu^:^'Ty:f^mmi.xhx<. ^<Dm^. 

>^tmm:^'Tyy(Dm 5i.^i^y^'7—^^'^—^^m\^^f^mi-^:^'Ty:f^mm\^x 

[0082] :^mm(Dmmu^m<D^mmi^m^. ^m. i^-¥^micx<om^j:^^K m^^i^ 
ti.x. mm^Ai^. 100^ g7!/^iog^i 0 iz.m^-^^fc.i^^^mi^'^nx^mir 

•So 

[0083] ^mm<Dmmm.)^mii. sk^mmKmmtvxmi^x^mxh^. ^wm^mm 
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[0084] jfe*5. :^mm(Dmmmm!ii^^in.mm^\t\^xm\^^^m^. mmtL-x^ m^itmm 

[0085] ^fc. ^mm(DmmM.^m^. StV^c-Kit^-^— IfiaS^tt^^b. c-Kitdr-:^ 

mm. GIST. m%mm. ^mm. %m. mmm. nm^mskm-^fcmKmrn) i^M 



\'ii^T(DmMmKi^hm^^ti^h(DXi^f-^\^\ 
[0087] m^(M^^^)(Dm:^'] 

- 7 -^b=arv^- 6 - dry y ^;^;/^7Kdri^5K(DM3t ( 1) 
m^^fMM02y32872-^y<>yu^yhKtdM<D, y^^/U N- (4- (6-;^/W^ 

^^/l— 7-yh^v^-4-^yy/V);^^i/-2-i^nn:7ji^/V):p(;/W^y— h(17. 5 
37. 7mmol)^N, N- v^y^/^4^/^i^T5:K(350mL) iC^^L. S^^ffl^T 
t^-CS^£^?S(iv^^i=^:7'ntV^T^>'(6. 53mL. 94. 25mmol)^;!jnx.. SS.'C— gfe 
mWl^tio RatM^yi^a. 75L) KMX.. Si#L/Co WWb/c3KJ^^^^t^LT. 
^5fe^. 70r-e50^r^^;^LfCo #^^xfcft?^^l;i:i^^y— /V(300mL)^;(lPX.. ^3 

12. 91g. 80. 2%)^#fCo 
[0088] (M5af!l2) 4- (3-i^tici-4- (v^i5^ti:/c2tV^T5:/;(7/V4^'^/V)T5:y:7j:/dr>» 

- 7 - y hdf i/- 6 - y ^;^7/k/K^f-^K(DMaa (2) 
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Wb3] 



CI 




3. 2mL)^MTb/Co ^^a^;IT30:9'^^*#<^^^ 7K(400mL), g^^3i^/H300mL 
'h-NMR Spectrum (CDCl ) 6 (ppm): 5.12 (Ih, br s), 6.75 (IH, dd, J=9.2, 2.8 Hz), 6 

3 

.92 (IH, d, J=2.8 Hz), 7.18-7.28 (4H, m), 7.37-7.43 (2H, m), 7.94 (IH, br s) 
[0089] (2) 1- (2-i^i3Ci-4-tKodri/:7^-/^) -3-v^i^t2:7°cit;VVr:7UT(DM^ 



CI 




y^=^;V N- (2-i5^nn-4-tKndr^^:7ji::^7V);^;— h^. N, N-v^^^ 
/V7}N/Vi>sT5:K(100mL)ti^j^b. 7K?pTi/i5^i3:/nt:°/VT^^(22. 7mL)^;!jPx.^ ^ 
afCT|#^ft#bfCo ^(400mL). g^^^^M300mL). 6N-HCl(55mL)^;5jPx.T 
was^^ilbfco WaJi^lO%^i^7K(200niL)-e2imi5fc#^<Dm. « 

iiiU U^it-^<^22. 8g^#fCo (4-T^y-3-i5^nti:73iy— 7V;0^^>(DlDl^77%) 
^H-NMR Spectrum (CDCl ) 6 (ppm): 0.72-0.77 (2H, m), 0.87-0.95 (2H, m), 2.60-2 

3 

.65 (IH, m), 4.89 (IH, br s), 5.60 (IH, br s), 6.71 (IH, dd, J=8.8, 2.8 Hz), 6.88 (IH 
, d, J=2.8 Hz), 7.24-7.30 (IH, br s), 7.90 (IH, d, J=8.8 H) 
[0090] (3)4- (3-^nin-4- {iy^ny°u\iyvT^y^;V:^^;V)T^jy:^J^-y)~7-}^ 
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5:K(0. 983g). l-(2-^^^tl-4-tK^=3r^/y'3l^/^)-3-iX^^^:7'^tV^«^l/T 

[0091] (M3^^!l3) 4- (3-^Pi:i-4- (->i5^n7°ntVkT5:y;(;/V4^'^/V)T^:y:7aiydr-» 
- 7-y h^ri/- 6 - dr/y >^;^7/V7Kdri?-5:K<50M3^ (3) 

^^#ffl^T > HJ^^^^ - 7^ V/ - 4 - i^nndry y - 6 - ;^7/^^'^i^5:K (5 
. 00kg. 21. 13mol). v'7<^/^><.7^JJ^=3^iyK(55. 05kg). 1- (2-i^nn-4-tKn 
drv':7ai^/V)-3->^i?'i:i^ntVV'^l/T(5. 75kg. 25. 35mol)*5j;T^;^y!^7At- 
:/h^-:xK(2. 85kg. 25. 35mol) ^JlR^^AU/Co ^<D^. 20X:T'30^«#b. ^ 

o^. 2. 5NFF^;e)^}t-c?as^65r^-e_h#$-frfco iRi?as-ei9NFF^*#bfc^. 3 

3%(v/v)T-feh^;^c(5. 0L):Joj;i;;^c(10. 0L)^3. 5^r^;6^it-CMTb/Co MT 
ll-T^. 60°C'e2B#r^*#U 33%(v/v)T-feh>^7K(20. 0L)*dJ;U?;^c(40. OL) 
^55°CJ^_h-trlBf F^;6^(t-C^iTb/cio 40°C^^16B#f^*#b/c^. ^ffmbfcl^^a^ 
^^j^^^::^i!g^^fflV^T^:^^U 33%(v/v)Tirh^^(33. 3L).^(66. 7L)joj: 
t;?T-feh^(50. 0L)-e)iR^|g^H^-i5fc#UfCo #e5;n'fc|SH^^=i^:^/^^Mffi^;K^ 
MV^T. 60'C-C22^r^^j^L. :^|B^b'^i^7. 78kg^#fCo (lt5l^96. 3%) 
[0092] fj:^. _hlEM3^^[ll~3-e#^>tLfc4- (3-i?'nn-4- (i/i?'n:7'titVVT5:y;57/V 

jsK'^/V') T5:y73iy^iy) -7-^h^i^-6-^yy:x;*/v4^^^iJ-5:K(D'H-NMR(D^b# 

v-^MfiJi^ V^-f tt^illl^<2^^^02/32872^7^>':71x5/h(CfBft(D. 4- 

a -4- (iyi^nT'citV^T^:/;^;/^^^'^/^) T5:y73iy^v/) -7-^h^i/-6-^yy 

[0093] [^i^(Z)^^ttO|f#] 
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[0094] [^1] 





5 % ( w / w ) 7K ?B ;^ 
^fcli M (DpH 




10.63 




11.45 


'J>it 7K ^ - r^-h'J O A (Na^HPO,. II m ft ^ ^ it ^ ) 


9. 26 


>7X>i^^h'jOA(Sodium citrate, M ^ ^ it ^ ^± ) 


8. 22 


U VSt J?K ^ - :^ U 0-^ (K2HPO4. ^ 3fe M ^ ^ xC ^ |± ) 


9.11 


P ^ :*-h'J A (Sodium acetate. ^P^SfSfiH^^^tt) 


8. 46 




8.15 


7K it f t ^ h U ^ A ( N a 0 H . ^ P ^ ifiifi ^ ^ it # ^± ) 


13.56 


'J VX Glycine. CO ^ 4* 5t ^ ^± ) 


6.17 


d-^*;i/=iy^^hX(5-Gluconolactone.^mfb^^jE^tt) 


2. 40 



[0095] m^])>m7i^m:^^l^i^^J>^ mMM. ma^t^JlM^^^^±) /^n^;;^;/V^n— ^ 
^h])^J>>iH^MM. iSp'p^Ac-Di-SoU FMCInternational Inc. )/t:Kn^v' 

[0096] ^tVt;i^^^b^J^LT^^b'^i^'^v^!>i>. (MgO) . mm'rh])^J>^ (Na CO ) . T^^T^ 

2 3 

^^■^hy!^7i>,(Na HPO ) . ^^ly^^hU^J^iSoddum citrate) . y:/^;4^^^;&y^7i» 

2 4 

(K HPO ) . g^^-^hU'^ A (Sodium acetate) . ^^^^^^hU^J^^iNaHCO ) . 7K^{b 

2 4 3 

!>i>v (NaOH) , i^^'y (Glycine) *d it/ 6 ( 6 -Gluconolacton 

[0097] I^MbfcM-o-^^PP^^— >^'2;2|s:le:^100mg-f 0/J^5>ftb. 60'C/open*5j;TJ^ 
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[0098] [^2] 





60 °C / open, Iweek 


60°C/75%RH/open. Iweek 


HPLC 

riuritv f^iij 


^ m ^ A 


HPLC 

□ uritv (%) 


m ^ A 

(%) 


No additive 


y / . u 


U . 4 U 




1 ft Q 
1.00 


IVI g w 


97.4 


0.08 


97.2 


0.06 


NaaCOa 


97.6 


0.06 


97.3 


0.1 2 


Na2HP04 


97.5 


0.06 


97.5 


0.08 


(5 - Gluconolactone 


97.9 


0.10 


95.6 


1 .88 


Sodium citrate 


97.6 


0.1 0 


97.6 


0.09 


K2HPO4 


97.4 


0.06 


97.4 


0.08 


Sod i um acetate 


97.6 


0.08 


97.4 


0.21 


Glycine 


97.0 


0.15 


92.3 


1 .38 


NaHCOs 


97.5 


0.1 1 


97.3 


0.1 0 


NaOH 


97.5 


0.06 


97.4 


0.06 



[0099] (W/W) ii^W^^fdiimmM(Dp¥it'^mA{ 

[0100] mMm.j^^(D%m 

Y2. 5g. mt'^^^:^-^~y'^M'icm\:M. 'MmMMW^^m lOg. D—^^cr^ 



^iffi^Ttf-fe/VPHlOl. jia>fb^X||t*^^tt) 22. 5g. tKndriy:/ntVV-fe7Vn 
W&Ji^. ^'^:y^^/V;^'^—:y^-i-V^)^J^{M1^M. |gp"p^Ac-Di-SoU FMCInterna 

tional Inc. )3g, :^v-r^r^m.-^^^^^~y'>MWKM)o. 5g^?M-^m. tS^mr^^^ 

l^fefc«9^i^Y^10mg'a-tf^^J (lMfefc«9(^|iKa400mg) ^#fCo 
[0101] {]AMmi) lOmg^ : ^{b-r i^'^v/T^i^^ia-^ 
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m^m.) . M^t^jimw^^^t. ) log. '^^-^/i^^—MmMm. Wn^r\f-^;vv 

^HPc-L. 0;^w^^^^^^±)3g^lL-;^-^■^-^=¥i^--e^-^bfco -^<5o^. 

*tM;^<ag*^»b. mn&ntz^ zLcomm^. i^/n^^jv;^ 

;^^hy!>i»(^^^J, ®iSi:i&Ac-Di— Sol, FMCInternational Inc. )3g, ;^ 
^10mg-a-ti"^^J (l^fe/cf9(O^^W*400mg) ^#/Co 

[0102] mmmi^i^rDAMrnKDrnM^^^^^x^ ^^tti^^^tf ofco ^^f*. 5°c. 25 

'C*3j;t;?40'Cffi>l^j-aS75%RH-e^>Jr HPLC(;iT. 

-tv (MgO) ^ia-^bfc^^J (^Ji^ll 1) (MgO) ^MB-^bTV ^;^^V ^ 

[0103] [^3] 







J:b ^ ^5iJ 1 


5°C / 3 Months 


0 


0 


25°C / 3 Months 


0 


0.17 


40°C-75%RH / 3 Months 


0 


1.58 



^m.m. :HPLc ^iwias (%) 



. Omg, D— /^(:^fP{k^X^tt^^1il:)52. 5mg, M^ir/Vn— 
p^p^Tlfir/VPHlOl, jia^l::^X||^^^1it)30. Omg, l:KtJ^i/7°nt:VVir/Vn 
— ;^(jSp"p^HPC-L, e;2^Wjt*S^^I±)3. Omg, ^^hy>^i^( 
j^p^^Ac— Di— SoU FMCInternational Inc. )5. Omg. '7'^;VM:^'tT^)^V^V 
y!^i^(JRS Pharma LP) 1. 5mg. :^/<Y'74^=^n^5. Omg^t?>^^-fe>3?^^^ 
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[0107] PMbfc?M-^i^^;^f^v^^MT/Vi-*xJ200mg-roAtl.(^i^X^0. 2mg'^^i-^ 

[0108] [^VHbP;&iii] 

(^W!|2) Img^ 

, 0;2^T^nv?/V-^j(:^|±)192g§r2OL>^— 5:=ari^— -e^g^^. ^hKB—^ly 

:=^h—/\-(.m^M. Mmt!^r.mm^^m 1236g. M^-fe/Vn-;^(M?l^^J. ^iPp 
^Ttf-fe/VPHlOl. jlB^b^XHtt^^tt) 720g. tKndriy:7'ntVV-fe/H:i— 

3^i57y-/vsrji*^;!)Pb^i^Y^-^^-r§3g)^i^^#fco ^(Dmmm^m^^mm ( 

6o°c)-e^M^. ^^y— ^k^^v^-c^)^b. M*A^#fco ^(DmntthK. ^^^^ 

;?;/Vp<n— ^^l>yt^7A(^^^J, ^pfJiigAc-Di-SoU FMCInternational Inc. ) 
120g, :7-^/V^^7^Ty/V^hy'^7iN(tt^R^J.JRS Pharma LP) 36g^20L^^:7'7 
— 5^1^— t^Atl.TfM^m. ?T^^-t?M^L. l^fefc«9|iKmi00mg(D^^J^# 
fco ■^h\cmM-=^—'r>(^~y^mx. =t— 7"^^i/?g^UT10%:^^-?K^-f-rM-(OP 
ADRY03F42069 YELLOW, e;^;^7=i>'^^^^±);^C^IS^fflV^T. ^WiO=i 
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[0109] lOmg^ 

6o°c)'e^M#. y<u—^/v:^m^^xmnu mn^nt^o ^<Dmntthic. 

:fy/Vpivi^:^^h])^J^(^^^k ^iSi^Ac-Di-SoU FMCInternational Inc. ) 
120g. y-^/^^^y^TTV/l^^hV^J^^i^^M.JRS Pharma LP) 36g^20Li5^:x::^'9 

fco ^hKmM=^—T^:yi^Mx\ =i—T4>^^mt\^xio%:t^<}^94^^^—(op 

ADRY03F42069 YELLOW. &^:fyy=il^^^^^):^W^^^^^X. MMl^^ 

[Olio] (mMm4) lOOmg^ 

^i^YSl. 4gtnWM^^4m.(^Mt^:J5±M. jSp"D^AEROSIL(^»lSt^)2 
00. 0;^T:3ii:2v?/k^^^|±)4g^lL>^— 5:dri^— -e^^^, MtKV:^ 

un'/v-k/vu—M^^M. ^p"p^L-HPc(LH-2i). mmit^jimw^^^±) lo 

g. tKHdri/^ntV^-fe/Hu— ;^(|£^^J. ^p«o^HPC-L. 0 3g 

#fco ^(Dm&:<^^m^^')^(6o°c)xm.m^. y^u-^/^^^m^^^xmmu 

^ntco ^(DmntthK. ^^::^:fJ/v?iti—:^^h])^J->{mmM. i@p"p^Ac-Di-S 

oU FMCInternational Inc. ) lOg, :7'^/UMy^'TT])/^^hV^J>^('ifVlM.]RS Ph 
armaLP)!. 5g^^M-^m> nmmxmmU l^$)fc«9^^S*400mg(D^^J^#fc 

o 

[0111] (it^^!)2) lOOmg^ 
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Ig. '|g;Mi^SfcKtrdri/:7^l3t:VV-fe/H3— ;:^(f^^^J, ^p«BiSL-HPC(LH-21). -ft 
L. 0 ;^W^^^^1±) 3g^lL;^— z-^— ^dri^^-e;^^UfCo -^C)^. ilTK^^y— 

/^^^mmmMi.mmY^^mir^w&:o^^ntio ^(DmMLm^m^m.^ (6o°c) 

—^^hV'^^iMM^l. iSp^^Ac-Di-SoU FMCInternational Inc. ) lOg, 7 
'^/^m:^Tr])/l^^h])^J>>(mnM.]RS Pharma LP) 1. Sg^^g-^^. ^TM^-eM 

[0112] (^Jfe^[|5) 100mgm-MMM7i^^4m8% 

mO^Y31. 4stmMM7^^-(^(^/HtW^tm. ^p«p^AEROSIL(^^^^)2 

00. 0;^T^nv^/V;^^^tt)8g^lL>^— ^^i^— -e^^-^m. ^hic^ MtKV^ 

m7i^m^/i-i^^Mm.MM. w,mt^:Lmw^^^)42. ig. j&mmm^vti^iyy 

ti\iyv±/vti—M^^M. ®d"p^l-hpc(lh-21). mmit^j:m^^^^±) 10 
s^M^U^l.. ^hicii}^^vi^iyzfvi}iyv±/vvi—:;^C^^m. iSp^p^hpc-l. e 

^Ac-Di-Sol. FMCInternational Inc. )5g, •7'^7V^:^'tT]}7V^V^)'^M^ 
KM.JRS Pharma LP) 1. Sg^;®-^^. tS^m^Um^l^^fdOWS.^400rag, 

mmY31. 4g,}im'RU7\^^^m.{'^MW5±m. ©p"p^AEROSIL(^^jS^)2 

00, e;2^T^nv?/v;^^^i±)6g^iL;^w?— ^dri^— -e^ii-a-^, ^h\^. *s^y^ 

m.T^m^^vi^'^Mmir^nk mfp{b#x^«^^i±)44. ig. igg^teKndrv/^" 

ntVV-fe/Vn— >^(IS^^J. iSb"p^L-HPC(LH-21). {M^b^X|IW5(C^|±) 10 

g^^lPx-m-^U •^hK\iYxi^^^':fxi\f7V^z:7Vxi^M^^M. ^p"p^hpc-l, 0 
;^W^«^^^±)2g^^i5:$-ii:/ctl^:^^y-/v^»^;(JPL;^^P^(3omi^^ 
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^Ac-Di-SoU FMCIntemational Inc. )5g, >'-^/V^><.^Ty/V-^hy!^i^(vt 
^R^J. JRS Pharma LP) 1. 5g^m^^. 4T"^^-eM^bl^fefc«9|iW*400mg 

[0114] (^ife^!|7) 100mg§&-MUM7i^^4m4% 

vi\i'/v^/vvi—M^^M. ^(a^L-HPc(LH-2i). mm^h^nm^^^^) lo 

-rS)K£U ffi3K£^#^Co ^'i-^hyr^AC^^^j, m^o 

^Ac-Di-SoU FMCIntemational Inc. ) 5g, y'^/l^M:y^'TT])/]^^h]}9J^{'M 
nM.JRS Pharma LP)l. 5g^m^^. fi"^#-X:^^bl^*>fcf9^s«*400mg 

^^\^:ilf'7y^\flyKAn. MnmM(Lti^^. S'C. 60'C75%RH. 40^:75% (RH 
) . ^fc{*30°C65% (RH) -e<ft#bfCo 

o ^i^^grO. lmol/L:^^^?g900mLo Ielte#: : SOrpnio ^]^^S^y.iS37°C 

[0116] iummi) 

^T(D^^g^J^;loV^-C. S'C. 30'C65%(RH). 40'C75%(RH)V^'f^^<^^!fe#^ 
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[0117] (^mM2) 



mmm4:ioxxfitii^m2x-nhtitimM^6ox:75% (RH)-e7 0 r^^^u 

[0118] i^mMs) 

mmm5-^mmm7xnhn'fcmM^6o°c75% (RH)-e7 0 m^^u ^(^m. 
[0119] i^±(D'^^7b^h. ^Mt^±m^4^s%(DmMmxmMir:6^tKX'o. wmo^^ 

[0120] (it^^!l3) 25mg^ 

mm^T. 85gtCD— x-^cr^h— /V«?1^^J. m^P^b^X||;^^^tt) 22. 4g. ^ 
^H^JiVXi—MmmU ^p^D^Tlf-fe/^PHlOl. jia^b^X|fe;^^^a)15. Og. t 

Di-SoU FMCIntemational Inc. )2. 5g. :7-^/V^>?L^Ty/V^MJ^7i^(?t^^J 
, JRS Pharma LP)0. 8g^^-^^, tr^^T'j^^bl^fefc«9i^®*200nig<D; 
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[0121] mMms) 25mg^:e®tl;^C^^^12% 

^Tlfir/VPHlOl, MiMJlMW^^^) 15. Og, t:Kn^^>:/titVV-fe/Vn— ( 

^^.-^MJr^A (^;^J, ^iS&^Ac-Di-SoU FMCInternation 



al Inc. )2. 5g. '7^;V^:7.y^T^);Vi-]>^)f7J>>(M^M.JRS Pharma LP)0. 8g?r 

^-^^^ fi"^a-eM^Ul^fcfc«9i^®*200mg(D^^J^#fCo 
[0122] (^ife^!|9) 25mg^:g®^;^<<5^-r^20% 

^f^Y7. Sbg,tm'KU7i^^4m.{^M\M±.nk ^p"p^AEROSIL(^^^^)2 
00. e;2^T^nv?/V;^^^'a:)10g^lL;^— -C^M-a-^. ^bt-D— 

^Tlfir/kPHlOl. jia{b^X|ltt^^t±) 15. Og. \i\i^vi^iy^xi}i°;V^;Vxi—M 
l^-a^^J. jSp"p^HPC-L. 0;2^WiSW^^I±)l. 5g^;(jpx.T^^LfCo ^(^m. M 

til, ^n:^tl^V;^n—:^^W>J^{^^M. ^p^^Ac — Di-SoU FMCInternation 
al Inc. )2. 5g, y'^/\^^:^'TT^)/V^V^)'^J^iWHM.i^S Pharma LP)0. 8g^ 
. fl-^^-e^^b 1 ^fe/c«9 200mg(D^^J ^#fCo 
[0123] (HM^fJlO) 25mg^:^«Sa;:K<^-r^8%, ^jb-x'^^;^^>>^A3% 

^i^YlS. 7&tm.'KU7^^^m.{^MW5smk iSp"p^AEROSIL(^^M^)2 

00. e;2|s:TMi^/v»5»:^tt)8g^iL>^— -e^fi-^m^ ^^b-^ 

^X|lt5^^^tt)33. 8g. ^^-fe/Vn— >!.»?1^^J. ^B"p^Tlf-fe/VPH101. Uit 
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^^^J^ j^p^p^Ac— Di— SoU FMCInternational Inc. )5g^ :7-^/V^;^^Ty/V 

^hy^7i^(M^R^j. jRs Pharma LP) 1. Sg^m-^^. nmmxmm^imhfc.<om. 
[0124] mmmii) 25insm-MnM7i^^4m8%^])>m7i^mr.-rhv^j^5% 

fP^b^XH^^^^fc) 15. 9g, >?>(»?1^^J, ^p«p^Tlf-fe/VPH101, 

imiM'XMM'^^^ 15g. tKndf-iy:/atVv-fe/vn— ^^CJ^-a-^J, ^p"p^HPC- 

;(jpLmw^^Wi-sj^^i^^#fco rcDogj^i^^ffla^^M (6o°c) xmmk. 

-^hy'^7i^(^^^J, iSo^p^Ac-Di-SoU FMCInternational Inc. )2. 5g, :7-v 
/V^;?^7"Ty/V-^hy'^7^(?tK^J. JRS Pharma LP)0. Sg^m^m. 
1 ^fcfct9 1^® »200mg(D^^J^#fCo 
[0125] (S^ite^[|12) 25mg^:#;^C<5r^^7k;!jPi^8% 

^i^Y7. 85gir4ffi^>r^^^;(jni^('5^VHbg5ih^j. ^p"p^i^-ryiyT. sdti/yix 

T^b^^^^^h) 4g^lL;^ w^-^dri^— -e^M^^. $bfCD— s'^^h-zKlSi?!^ 
^J. ^fP^[:^X^;^^^tt) 18. 4g. *g^ir/H:2-;^(|gi?l^^J, iSp"p^Tlf-fe/VPH 
101. jlB{l^fifeX||«^^i±) 15. Og. tKndr^>7°ntVV-fe/H:i— ^(IS-a-^J. j^p^p:^ 

HPC-L. e^#3i*is:^l±)i. 5g^;!]nx.T^'^bfco -^t^^. M^^^y-/^^ 

><.-^hyTj7i^ (^;^J. ^B^^Ac-Di-Sol. FMCInternational Inc. )2. 5g 
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, :7'^/V'm:^y^TV/i^'rhv^j^(mnMsms pharma LP)o. sg^m-^^x frmm 

[0126] imMmi3) 25mg^:^-f^/Viy!^A8% 

MmMJ:.MW^^m 18. 4g. '^^±/]^vi—^m^M. l^D^p^TtfiryVFH 

101. Mit)3^J:Mm^^^±) 15. Og. tKi:i^^>7°ntVV-fe/H:i— ^(l^-a-^J. m^a^ 

Hpc-L. 0*wa*5'c^i±)i. 5&^MK.xm^vfc. ^(Dm. 

;^^MJ«>i^(^^^J, ^ta^Ac-Di— SoU FMCInternational Inc. )2. 5g 
. :7-x'/V^>?>7^Ty/V-^hy!>A(^t^R^J. JRS Pharma LP)0. Sg^^-^^, tS^W, 
-eM^bl^fefc«9i^®*200mg(>D^^J^#fc„ 
[0127] J^_h(D^^J^fflV^T. 0;^^M;^^+EMi^fBmco;^&t^J;«9^^^^^tfofc 

[0128] [^4] 



1^*4 


^ :^ B# Pal 


J± 15 ^^IJ 3 


1 5 lai ± 


H 8 


1 . 2 - 1 . 4 


H 1M 9 


0 . 9 - 1 . 1 


mmm ^ 0 


3 . 9 - 4 . 1 ^ 


H ]!ffe ^ij 1 1 


2 . 9 - 3 . ^ 1^ 


H Jfe ^IJ 1 2 


7 . 6 — 8 . 2 


H ife 1 3 


2 . 3 - 2 . 5 ^73^ 



[0129] |lii0a8~13(D-r-<TtC*5VNT. itt5e^[l3^it-<T^^^^;ei>M<^.eoT*5«9. % 

^ga(^IS^#-a^i^f*. ^M\:m^\z.'m\rc\ ^^^^/Jis«$ttfco 

[0130] 



wo 2006/030826 



36 



PCT/JP2005/016941 



—"T^i^^m ^6f*ioomg^ (=3— 7^-r>'i5^^) (DM^^^-To 

[0131] [^5] 







(mg) 
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^ 7K U > ^ 7K ^ ^ ;u V O A 


m M m 


1 50. 7 


D--7> - h — ;u 


m ff^ ^ij 


153 


§[5 ^ r ;U ^ T lb > > 
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20 
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16 
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ilS ^ ^"J 
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374 
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20 




m )R m 
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400 






1 1 


1=1 BT 
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[0132] [^6] 







# ^ M ( mg) 






122. 5 


it it V V ^7 A 


^ ^ ib ^iJ 


10 


^ 7K U > it 7K ^ :;b V ^ A 


fl^ ^iJ 


37. 5 


^ 7 Ji^ y r it 7^ > > 


m m m 


20 


^px^ju>p— X:^ h'j'^A 


m m ^\ 


20 


mSi 7K 


mm 


m. 


/J^ It 




210 


^ 7K 'J > it 7K m :t) ;u V ^ A 


m m m 


136 


^PX:^3;uyp— x± h'J'^A 


m )R M 
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^ -t P — X 
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16 


t K p ^ p yu-b p — X 
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H M 7K 
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/J^ 1+ 




374 
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m m M 
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37 ^ ;b it X ^ T U ^ h U ^ A 
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/J^ It 




400 
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[0133] M5RXJ^6KiS\^X. ^'it^'>^]tl^, 4- {S-^xin-A— (c^^vi-:fxi\i°/VT^/1^/V 

-fe/Vn— ;^2910. d^/V^. -^i^n^f — /V6000 (^^*8000) . ^>fb^^^. H-feH^^ 
{b^^^tV^*tV56.0%. 28.0%. 10.0%. 4.0%:Jo j;U?2.0%ia'^(W/W%)bfc7'W5:s/i^^ig: 

[0135] ioomg^(*WTC)M&i-J:«9M3tbfco ^>fb-^i^'^ixi>A. M;^<y^^;!K^ 

bfco #btL/cM3K^liii5^n><>;&/V^n— ><.'^hy!>Ai!y'-x'/kgi^7"Ty/V-^hy'^A^A 
[0136] ;*:^eg(D|M^m^^^^*^Stt;05iS5v^fc^?). l86*±Wffl-e^5o 
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[1] 



[2] 



[3] 



[4] 



[5] 



(i) 5% (w/^w) 7i^mmi^tii-i.mmm(Dpum}^±tfj:^i\:^m. ^^r^/i^t^ii^ 

(ii) ^4mh\^< n^<Dm.^t:ii^^tih(Dmm^!i^ 

H H 




(1) 
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[6] M^^^i^^. 4- (3-i^nn-4- (v'i^n>^ntVVT5y;^/V^^^/V) T^yy^i^y^ 

[10] 4- (3-i^nn-4- (v'i5^n:/ntV^T5:y;^;/k7K^/v)T5:y:7aiydrV) -T-yh^r 
>'-6-^yy^;&/^^~drf-^K(Dy^>^;^/^^>'^:^(D|^^B;6S. S^T^X^IelJFf i-*5V ^ 
-C. M^^S.{2e ±0. 2° )9. 65° 4oj:U?18. 37° tcilal^t — >5^^^i-§|^^H ( 

A) -efc^ff 5^il6|Bic(^IS^m^i^o 
[11] 4- (3-i?'nn-4- (v/i5^n:/tifcVWT5:y;&/V3j^':=^/V)T5:y:7aiydrv') -7-yh^ 

iy-6-=3ryy^;&7^J^^'=3ri^^K<7)y^>^>^/^:!J^>'^it(D|^^/55, m^-Kmm^\^^\^ 

-C. (ll$ff:^g(2 0 ±0. 2° )5. 72° *5J;U?13. 84° (^Hljfft — i^^Wi"^*^^ (B 
[12] 4- (3-^nn-4- (v'i^i:i:7°ntV^T5:y;(;/V7K^/V)T5:y:7a,ydrv^) -7-yh^ 

IsIJff:^i^(2 0 ±0. 2° )14. 20° io^nn. 59° tcielJfrt°-^^^i-s^^B ( 

[13] 4- (3-i^nn-4- (v'i^n>^tifcVVT5:y;^/V:!K:=^/V)T^y:7jiydf->» _7_^|>df- 

ifrt-*5V>T. IiIiff:^S(2 0 ±0. 2° )8. 02° *5j:u?i8. 14° \z.m^^°—^^^ir 
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[14] 4- (3-i?'nn-4- {iyi^vi^vi\i°/l^T^y:lU;V':^=:^/V)T^yy^y^-y) 

mm^^\^^X.miffM&(2 6 ±0. 2° )9. 36° *Dj;t/12. 40° tCleI$Fft°— i^^W 

[15] *&7feX^[HlJft(-*5V^-C. lHl$ff:^^(2 0 ±0. 2° )9. 65° joJ;U?18. 37° iclnljff 
t°— i^^^-f^l^^ (A) 4- (3-i5^nn-4- (^y^nz/ntV^T^y;^;/^^^^/^) 

[16] )^5^Xj^IlI^fT^^:*5V^T. ml^M&(29 ±0. 2° )9. 65° *dJ;U?18. 37° \Z.m^ 
\i—^^^ir^1^^ (A) f)^. 4- (3-i^nn-4- (iyi^n>^ntVVT^y;&/VJK^/V) 
T^jy^^y^^iy) -7-yh^->-6-d{^yy:x;^/^3^)^^=3f^i^^H\ @^^*5j;U?y^5'v;=^./^7}^ 

[17] |&7feX^[H|Jffi-*5V^-C. lHlJff:^S(2 0 ±0. 2° )5. 72° *d J; 15 13. 84° \Z.m^ 
^^—^^^-rV^^B (B) 4- (3-i^nn-4- (Vi^n:/i:it:VVT5:/;^;/V)^K::^/V) 

[18] m^^yMmm\^^^^x. m^f^&i.2e ±0. 2° )i4. 20° ^^xii7. 59° i^nn 

Jfft°— (C) 4- (3-i^nn-4- (v'i5^i:i:/titVkT5:y;(;/V7K^/V 

) T5:y:7 ji/df-i/) - y-yh^v^- 6 -^yy >-;(;/vjii<^f-^K(^yi57>^;^/v>ij^^^ife(^ 

[19] m^^m^\z.m^x^ m^n&{2Q±o. 2° )i4. 20° 59° 

iFft°— i^^Wi"^*^^ (C) i)^^ 4- (3-^5^1313-4- (>'i;^n:/nhVV'T^y;^/V/}^'c=^7V 
) T^^'7^/^-y) - 7 -y iy - 6 - ^y y 
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[20] i^^^Xj^IlI$ff^-*5V^T. m^'^&(2 6 ±0. 2° ) 14. 20° ^XXfl7. 59° K\b\ 

Jfft°— i^^^i-^Jg^ (C) 4- (3-i^nn-4- (v^i^n^ntVvT5:y;^/VjK^/v 

[21] ;^^*xaIHI^^c*DV^-c. mi^i^&i2e ±o. 2° )i4. 20° ^xxfu. 59° 

Jfrt°— ^^#i-^*^^B (C) 4- (3-i^nn-4- (>':^^ti:/ntVvT5:/;^;/v^^^/v 

(B) ^;(jpmi-aMat;^&(-J;t)#^>ti.fc^i(D-efcS. M^^i2|E«(Dg^m^ 

rf /■ 

Wo 

[22] i^^feXl^dlJffi-dSV^-C. lH|Jif:^S(2 0 ±0. 2° )8. 02° *dJ;U?18. 14° KMifr 
i^^^-r-SIS^B (F) 4- (3-i5^nn-4- (v^i^n7°ntV^T^y;(;/V/i<::^/v) T 



[23] i>^Xa[HI^^;l*3V^T. 0^:^S(2 0 ±0. 2° )9. 36° ^Xm2. 40° f^HHjFf 

\^°—^^^ir^^^ (I) 4- (3-i?'i:in-4- (i>'i^n:/nfcVvT5y;&/v^'^/V') T 
[24] TtB^*^(l)"e^$;h.^4- (3-i^ni:i-4- (>-i^i:i7°PtVVT^:y;&/V4^^^/V)T5:y 

[>fb2] 
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